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Applicant's election without traverse of Group VI, claims 16-22 and new Claim 42 in the 
reply filed on December 12, 2006 is acknowledged. 

The Examiner has withdrawn Claims 1-15 and 23-41 from further consideration by 
because these claims are drawn to non-elected subject matter. Claims 16-22 and 42 are 
currently under examination. 

Benefit of priority is granted to August 20, 20002. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

Claims 16-22 and 42 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

In Claim 1 6, it is not clear how one will "provide" a chimeric polypeptide to an organism 
or "expose" an organisms to a detectable molecule. 

In Claim 1 7, it is not clear how a virus is an organism, because organisms are self-reliant. 

In Claim 18, there is no antecedent basis for expressing the chimeric polypeptide in an 
organism in Claim 1 6. To express the chimer would be to provide a nucleic acid encoding the 
chimer, not the chimer itself. 

Claim 42 is indefinite because it is not clear what the single chain Fv will bind, and the 
specification does not appear to teach what the detectable molecule will be or how to make a 
ScFv against it. See page 9 lines 28-29 wherein the specification teaches that this method is well- 
known yet no reference or example is provided for this well-known method. 
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The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying 
out his invention. 

Claims 16-22 and 42 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for the BRET method for determining macromolecule 
identification in E.coli as set forth by Xu et al. below, does not reasonably provide enablement 
for method of highlighting a cell compartment, biological component, or other macromolecules 
that are endogenous to the organism, or in a multicellular organism. The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly connected, 
to make and use the invention commensurate in scope with these claims. 

The claimed invention is drawn to a method for highlighting a cell compartment or 
biological component, or macromolecule in an organism by providing a chimeric polypeptide 
to the organism. The chimer will comprise a portion that specifically binds to a detectable 
molecule and comprise a portion that will specifically bind to biological component, bind to a 
macromolecule, or target a specific cell compartment. After the organism has the chimer 
situated therein, the organism is to be exposed to the detectable molecule, which will be bound 
by the chimer, and the detectable molecule detected (indirectly) bound to the biological 
component or macromolecule, or detected in a specific cell compartment. The invention is set 
forth prophetically in the specification. 

In In re Wands (858 F2d, 731, 737, 8 USPQ 2d 1400, 1404 (Fed Cir. 1988) the issue of 
enablement in molecular biology was considered. It was held that the following factors should 
be considered to determine whether the claimed invention would require of the skilled artisan 
undue experimentation: 
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1 ) Quantity of experimentation necessary: One skilled in the art would have to devise 
their own experiments to determine how to highlight a cell compartment biological 
component or macromolecule endogenous to an organism. 

2) Amount of direction or guidance presented: The specification does not state why one 
of ordinary skill in the art would want to target a cell compartment or biological component or 
macromolecule in an organism. The specification does not teach how one would choose a 
detectable molecule, and make a polypeptide that can bind to this detectable molecule in the 
form of a chimeric polypeptide with the targeting polypeptide. The detectable molecule must 
be administered to the organism and bind to the chimer. It is not taught how this detectable 
molecule will be "packaged" to be able to traverse cell membranes and cellular compartments 
to bind to a chimer targeted to cell compartments are intracellular components and 
macromolecuies. If the detectable molecule does finds its way to the chimer, the specification 
does not teach how one skilled in the art would detect it in an organism. 

3) Presence or absence of working examples: There are no working examples. The 
examples provided are prophetic. 

4) Nature of the invention; 5) State of the prior art; 6) Relative skill of those in the art: The 
nature of the art is complex and the state of the prior art does not recognize targeting proteins 
that bind to a detectable molecule to cell compartments, biolgocial components, or 
macromolecuies in multicellular organisms. 

7) Predictability or unpredictability of the art: Because such methods are not know, the 
art is not predictable. 

8) Breadth of the claims: The claims are broad. 

For all of these reasons, the specification is not considered to be enabling for one skilled 
in the art to make and use the claimed invention. 
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The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or 
in public use or on sale in this country, more than one year prior to the date of application for 
patent in the United States. 

Claims 16-22 are rejected under 35 U.S.C. 102(b) as being anticipated by Xu et al. (1998; 
A bioluminescence resonance energy transfer (BRET) system: Application to interacting 
circadian clock proteins. Proc Natl Acad SciUSA. 1999 January 5; 96(1): 151-156). 

At page 1 54, right col. para. 2, Xu et al. teach teach making fusion constructs of clock 
protein kaiB to EYFP and Rluc and transforming E. coli with these constructs. Xu et al. added 
coelenterazine (see page 152, right col., para. 2, penultimate sentence) to the E. coli culture to 
and measured bioluminescence emission spectra via a spectrofluorometer with a xenon lamp 
(see page 152, right col., para. 2, line 10-11) as an indication of the formation of KaiB 
homodimers within the E. coli. 

Therefore, Xu et al. teach a method of highlighting a macromolecule (KaiB) in an 
organism by providing a chimeric polypeptide comprising KaiB:Rluc and KaiB:EYFP and exposing 
the organism to a detectable molecule coelanterazine (Claim 16), wherein the organism is a 
bacterium E. coli (Claim 17), where in the chimer is expressed within the organism (Claim 18), 
wherein the detectable molecule coelanterazine is administered to the organism (Claim 19), 
wherein the detectable molecule was visualized (Claim 20) with a microscope (Claim 21) 
equipped with a light source (Claim 22). 

Art of Record: 

There are many prior art citation that use FRET (detectable molecule is a photon) in 
which chimeras of fluorescent protein fused/linked to targeting polypeptides are used in 
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mammalian cells - see Prufer et aL (2000; Dimerization with retinoid X receptors promotes 
nuclear localization and subnuclear targeting of vitamin D receptors. J. Biol. Chem. 275 (52): 
41 1 14-41 123) and Day et al. (September 2001; Fluorescence resonance energy transfer 



example. After thorough review of the prior art, it is not recognized that one skilled in the art 
could carry out the method as claimed, or be motivated to carry out the method as claimed. 
The instant specification fails to teach how one skilled in the art would practice the claimed 
method, and the prior art cannot be relied upon to make up these deficiencies. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Karen Cochrane Carlson, Ph.D. whose telephone number is 571-272-0946. 
The examiner can normally be reached on 7:00 AM - 4:00 PM, off alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Dr. Kathleen Kerr Bragdon can be reached on 571-272-0931. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like 
assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. h 



microscopy of localized protein interactions in the living cell nucleus. Methods 25: 4-18), for 
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